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^intii^ Summary 

aain,s 5-13, .6-17, and 19-27 are pending. Claims 1. 5-13. 16-17, and 19-27 a:, 
.eieced under 35 U.S.C. § 103(a) as allegedly unpatentable over previously cited reterenc^ 
Trained here, below. Cla^s ,, 5-13. 16-17. and .9-27 are also provstonal , r...^ 
rl on non-statuto. obviousness-type doub.e patenUns a. a..esed.y unpatcn^l ov« 

in tbe co-pend.. parent app.ication U.S. App.. No. 09M35,992. Reeon.dera«on .n 
view of the following remarks is respectfully requested. 

.. ,v.„v,„ nf Claims " ^ ^ 'l^'"^ 

Cl.ms 1, 5-13, 16-17, and 19-27 are pending. Claims 1. 5 ,3 .6-17, and ^9-27 are 
■ .H .er35USC §103(a)asallegedly«npatc„.ableoverU.S.PatentNo.6.287,537to 

::rs::i«---atent.o.5,.3,«9to.^^^^ 

KaminsKi ci 94.7Q3.422 (Gruss), Carbone et al. (1995), 

• rniQ.! et al (1997) Leukemia & Lymphoma 24.39 J 4/z ^vjru_j, 
view of Gruss et al. (lyy ) ^^^^^ 

A J Pnthnl 147-912-922 (Carbone), and U.S. Patent jno. o,vu , 

t^^^ «.ies on pages 4.-45 of the specification for d,e teaching that 
1 2peu.c treatments, including combination therapy of malignancies, were known 
IpraCic^ at the time of the invention. Tins rejection is respectftti.y traversed. 
^ re— bears the burden of presenting a case for ob_ 

which requires: (1) some suggestion or motivation, cither in the references themselves or m 
r; ige g nerally available to one of ord.nary skill in the art, to -di^ ^ referen. 
1 combtne reference teachings; (2) the teaching or suggestion of a„ the c ann — 
of the applicant, invention in the combined prior art references; and (3) a ..on* 
pectatil of success. MPEP § 2,43. Applicants respond that the exammer ha^ fatled t 
burden. Applicants farther respond that the une.pec.ed results of the present 
Lentive method support the non-obviousness of the now claimed combmafon therapy. 

TheOedReftrence^^ 
p.,fnrm the Cli- -""-< Tomhination 
With regard to the first of these factors, suggestion or motivation to combtne, such 

motivation may be found "where there is some teaching, suggestion, or motivafon . .. e,te 
motivation may i„ ih, knowledge generally available to 

exphcitly or implicitly in the references themselves or m the know c g g 
one of ordinary skill in the art." MPEP S 2143.0, (citing 7» reKo.a,. 217 F.3d 1365. 
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55 USPQ2d ,313. 1317 (Fed. Cir. 2000)). No, only mm. such motivation be p,.sent, "tee 
„..besome.eachi„s,s«SSes,io„o.motiva.ionin«,eprioran.o™^^^^^ 

combination *a..a.maaeb,.eappUcan.." .r.n...e. 
,«5,ie37(Pea.Ci..l.S)(empbasisaaaea)(c.^^^^^^ 
USPQ2d 1630, 1631 (Fed. Cir. 1993); In re Oetiker, 977 F.2d 1443, 144^, 

1445 (Fed. Cir. 1992). . 

The fact .ha, ti,c prior a« .eaches individual elements of ti,e claimed ,nven.,on ti,a. are 
.enerallylcnown or witinn ti,e capabilities of one wi.h knowledge in .he ar. is no. however, 
ufficien. .0 es.abhsh .prin,.facU case of obviousness witi,ou. any ^ .eachtng or 
L^estionforma>dng«,ecombina.ion.Accordinsly,inaproperanalys,sofobv.o«^^^^^ 

suggestion to make a combination. See A-Sue Corp. v. VSJ 
T ISP02d 1161 (Fed. Cir. 1 999). 

Lfore, ,he examhrer is required ,o show how and why ti,e appHcan, would have 
mo,iva,ed ,o combine fte references in ,he mam,er combined by ,he exammer. The 
::::rldones„,bu.hassimplydescHbed,heu.ili.ofindividua,CB40LandCm^ 
Zies.osuppor.hisar^en.«,a.as.nedar.isanwou,ahavebeenmo..va.ed.o perform 

^ presen..y Cainrea combination *erapy^ ^^^^^^^ 

The examiner's suggestion that anti-CD20 tnerapy oc 
of anti-CD40L antiboaies for U>e «ea»en. of non-HoagKin-s lymphoma is a. bes, a proposa 
^ .he combi„a,ion, which is an improper s.anaard for ae.ennining obv_ T.^^ 
: ll Circui. has consis.en..y he.d .ha. "obvious .o ^' -^^^ ^^^^^^^^ 
obviousness under 35 U.S.C. § 103. See e.,.. In re OTarrel,. 853 F.2d 894, 903, 7 
; S P Q 2d 1673, 1680 (Fed. Cir. 1988). The end resuU of a pur^i. is no. ob^ous s,mpiy 
ause i. may be obvious «> ^ .o achieve such a .suU. In .he ins,an. case, ,he resutang 
:;:e^ ti,Lpeu,ic me.hod, which is a combina.ion of exisiins mchods wh,ch 
::bina.io„yie,dsunexpec.ede.cacyfortiea.in.nonWn.s,ymphoma,.n^^ 

staply because i. may have been obvious .o try any combination of ex.s.mg meftods 

The examiner relies on » ana as ailegedly supporting .ha. "tt,e pnor 

.au^, combination ,herapy ,o various B cell malignancies, including B cell non- 
Hod^ts lymphoma wi.h CD20-specific aniibodies a, .he .ime .he inve„.,on was made. 
" tamineTLer s.a.e. .a. "trfroviding radioti,e.py and chemo.herapy was .own and 
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routinely practiced at the time the invention was made in the treatment of non-Hod^n's 
lymphomas at the time the invention v.as made." Official Action , at page 3, 1 3. 

Applicants respond that the examiner's arguments identify a combination therapy, ue. 
radiotherapy in combination with chemotherapy, which^^ 

The cited references lack any ^ecific suggestion or motivation to combine anti-CD20 therapy 
with anti-CD40L treatment, as described below, and are thereby insufficient to support a 

finding of obviousness, 

Kaminski makes only a general statement that a„.i-CD20 (Bl) antibodies can be used 
i„ combination with other antibody. Kaminski summarizes this aspect of the inventton as 
follows- "A third method using Bl antibody comprises administering to a patient a large 
amount of an unlabeled antibody, which can be Bl but can also be other antibodies, pnor to 
administration of a therapeutic dose of labeled Bl antibody." Summary of the inventton. at 
columns lines 51-54. -ru- '^^-r r^,^ bnwever dne. no. include the temn "Cn40I-" or any 
„f.,..,,. ,„ .rvm/rr^^m. si^alin.. As such, Kaminski fails to specifkalli suggest or 
motivate combination of anti-CD20 therapy, as described by mmM. with ant-CD40L 

therapy as now claimed. 

Anderson describes combination therapies that include a cold auti-CD20 antibody and 
a radiolabeled ami-CD20 antibody, optionaUy further in combination with chemotherapy. 
Anden«,n also fails to T-^if.cally suggest or motivate combination of a„ti-CD20 therapy 
with anti.CD40L therapy as now claimed. Similar to Kaminski, the paten, to Anderson 
InMurfe the — "^'^^ " »nv rnfrrnnre to rn40/rn4nL sijnalinR. 

A general suggestion to concurrently employ two or more cancer n-eatments, m the 
absence of a suggestion or motivation to perfonn the specific elements of the clatmed 
invention, stands as a mere suggestion to try. Both Kaminski and Anderson, or a combtnatton 
thereof, fail to suggest or motivate the SEecifie combination of an anti-CD40L antibody in 
combination with an anti-CD20 antibody. 

The examiner firriher rdies on pages 41-45 of the instam specification to support that 
combination therapies for the treatment of lymphomas were kr,own and practiced a, the «me 
the invention was made. OfficialAclion, page 2. 1 5 (item 4). Applicants respond that the 
referenced pages of the application refer to methods for antibody fonnulation and 
administration, as known in the art, but does not include any concession that a therapy 
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comprising an.i-CD20 antibodie. in combination with anti-CWOL antibodies was known, 
suggested, or motivated by the art at the time of the invention. 

Grass Carbone, and Slack do not cure the deficiencies of Kaninski and/or Anderson 
as they similarly fail to specifically suggest or motivate the invention now claimed. In 
particular, the teachings of Gm^ ». and Black describe the role of CD40/CD40L 
si^ahng in lymphoma progression and management, but lack any reference to treatment 
methods that include anti-CD20 therapy. 

teaches expression of CD40 and CD40L on B cells and T cells, respectively, 
of a non-Hodgkin's lymphoma patient. Carbone proposes a mechanism for lymphoma 
progression, which relevance merits further study. Carbone states "Whe fimctional 
si^ficance of the expression of CD40L on r^Cive T lymphocytes of B-cell NHL also 
deserves speculaUon .... provided [is] morphological evidence that the CD40/CD40L 
pathway n,ay play an important role in cell contact-dependent interaction of tumor B cells .... 
(page 920 emphasis added). Thus. Cajbone does not teach a method for cancer therapy, and 
in particular lacks suggestion or motivation of method that includes CD40L blockade in 
combination with anti-CD20. 

Grass teaches that CD40/CD40L signaUng enhances B cell activation and growth, 
also acknowledges suggestions that that recombinant soluble CD40L, which has anti- 
proliferative and pro-apoptotic effects, can be used for the treatment of lymphoma, includtng 
hi^ grade lymphoma. To clarify, the text cited by the examiner states that recombman, 
CD40L activities 'Wy offer" an attractive therapeutic strategy (page 405, col. 1, H 1. 
emphasis added). Similarly, Gntss admonishes that the "ftmctional activity of [CD401 m [B 
cell malignancies] and its significance for tumor cell proliferation remains to be elucdated 
(page 404, column 2, 1 2). Further, gruss does not suggest or motivate a therapy compnsmg 
soluble CD40L treatment in combination with anti-CD20 treatment. 

Bjack describes preparation of humanized anti-CD40L antibodies and suggests their 
utility for cancer therapy. However. Black does not teach therapeutic methods usmg the 
disclosed anti-CD40L antibodies in combination with anti-CD20 antibodies. 

Based on Carbone. Qruss, and Black, the examiner contends that "Ht would have 
been expected that targeting CD40L on high grade B-NHLs would have left such cells more 
sensitive to treatment with anti.CD20 antibodies." OfficiiJ.^. Page 4, \ 2. Thrs 
contention appears to represent the examiner's opinion only, or the examiner's inference 



Mowing a review of .he i„s.a„. application, as .he examiner has no. poin.ed .o any evidence 
m the cited art to substantiate this statement. 

t examiner ft.r.he. s..es .a. ■ ^ven *e expression of CD20 and CD40 and U,e 
ahiiitv of ac,iva.,on via CD20 and/or CD40. .he ordinary ar.isan would have been n,o.,va^ed 
r B 1, non-Hodg^n's ly^pho.a directly wi.h radiolabeled CD20-specifio anubodres 

: Tdi:! a.va.i: of s. B eel, - ----''-;^:r 

expressing T cell wiO,CD40L-specific antibodies." QJEdsUam P^^e 4, 1 4. App. a„U 
:Z respond .a. examiner has proposed .he con,bi„a.ion now clarnred w,«,o. 
;rlc reference .o any snsges.ion or n,otiva.ion for *e proposed con,b,na..on .n Ore Ced 

Basedon*eforegoingargun.en.s.applican.sbe,ieveUra.a.™.^^^^^^^ 
obviousness has no. been nrade. and *us *= rejeCion of clanns under 35 U.S.C. § .03(a) 
should be wiUidrawn. 

H T-h. riaimi^rt Me f"-<' P'^dnr,. 1 Inexpf cted Results 

Ipp,ican.s fl,«berrespond that the present invention produces synergistic effects no. 
„.edictZ...e sun, of theindividual therapies. TbeCourtofAppeals for theFed^alOrcu,. 

i:rea.e:,ybeld.batsecondaryconsiderat.onssuchasun.pec.ed«^^^^^^^^^^^ 

..u.af.ndingof.«c.obv.ousness^S.....>.^ 

U S P Q 2d 1362 (Fed. Cir. 1997) (quo..ng In re Son.. 54 F.3d 746, /5U, 

,fi87rFed Cir 1995). Thus, even assuming orgu^Wo drat ap™a./<.c/ecase of 

;;:„:::sLbeenestablished.theunexpec.edandsyner.s.c.uali.iesof.hepresen^^^ 

claimed combina.ion are sufficien. .o overcome .he examiner's findmg. 

T.e exam.ner dismisses the obse^ed synergy beiween an.i-CD40L an.bc..es an 
3„, CD20 antibodies, as disclosed in .be insian. specifica.ion, s.a.ing .ha. «>e d.sc>osed 
:C ed -US "do no. appear .0 be inconsisien. with the expected roles of bloc^g 
CP interaction with CD40L and targeting CD20 in the treatmen. of B ce 1 mah^^, 
ilding B cel. non-Hodg.i„'s lymphoma, .augh. by dre combinaiion of references .n the 

prior art." omMMm, page 3,13. ^^^^^^^ 

Applicants respond that a rejection of claims based on 
overcome by showing that the claimed invention exhibits unexpected supenor efficacy^ 
CoZto he assertion of the examiner, the disclosed syner^stic effects are — . 
rrsum of the therapeutic efr,cacies of an.i-CD20 and anti-CD40L anttbod.es when 
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administered individually. A more durable and potent clinical response, as now observed 
when an,i-CD20 and anti-CD40L therapies are combined, was unpredicted prior to disclosure 
of the instar,. application, lite unexpectedness of .he inventive methods are sufficen. to 
rebut a rejection of claims based on a prior suggestion or motivation to perfonn the methods, 
notwithstanding applicants ar^ments that such combirtation is no. suggested or motivated by 

ttie prior art, herein above. j 
Based on the foregoing arguments, applicant beheves that claims 1, 5-13, 16-17 and 
,9 27 comply with fte requir^ents of 35 U.S.C. § 103(a). Thus, applioan. respectfully 
requests that the rejection of claims 1, 5-13, 16-17 and 19-27 under § 103(a) be withdrawn. 

s^ jrriinn nfClg i'" Knxfdon Non-Statutory 
nhnVii,iiig«-rvne Dm.hh Patenline 
Claims 1 5-13, 16-17, and 19-27 are also provisionally rejected based on non- 
stamtory obviousness-type double patenting as allegedly unpatentable over claims in the 
copending parent application U.S. Appl. No. 09/435,992. AppUcants respond that a tenrrmal 
disclaimer will be filed when one or more pending claims is in condition for allowance. 
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Conclusion 

All rejections having been addressed, it is respectfully submitted that the present 
application is in condition for allowance and a Notice to that effect is earnestly solicited. If 
any points remain in issue, which the examiner feels may be best resolved through a personal 
or telephone interview, he is kindly requested to contact the undersigned attorney at the 
telephone number listed below. 

Respectfully submitted, 
PILLSBURY WINTHROP LLP 

Thomas A. Cawley, Jr., Ph.D. 
Registration No. 40,944 

P.O. Box 10500 
McLean, VA 22102 
(703) 905-2144 Direct Dial 
(703) 905-2500 Facsimile 

Date: June 9, 2003 
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